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Project Structure - focus L. donovani

Miltefosine Target Elucidation
Directions for novel targets, novel drugs
[all partners]

WP 1

Molecular effects - WP 2
expreSS|on_, o Analogues [Partners 5,6]
amplification

Structure - activity
Relationships [Partners1,5]
Specific + non-specific

Interactions [Partners 1,5]

[Partner 2]
Cell signalling,

apoptotic effects

[Partners 3,4]

Membrane
composition,

Integrity

[Partners 3,4]

Drug transporters
[Partner 1]

Miltefosine

[from Partner 6]

WP 3
Pharmacokinetics +
Toxicology [Partners 1,5,6]

Drug Resistant

Clones
[Partner 1]

Use of Miltefosine
Optimal Drug Combination
Strategies to combat resistance
[all partners]

3 Workpackages

2 Major Objectives




Project Output
@ﬂ%

Key Scientific advances

Mechanism of resistance - a novel aminophospholipid translocase (also expressed
In amastigotes)

Induces apoptosis-like death in promastigotes

Alteration of fatty acid and sterol metabolism in promastigotes

SAR studies identified more selective (100x) analogues

Miltefosine - AL drug interactions - mainly indifferent in vitro and in vivo
New HPLC method for detection of miltefosine

Publications

13 primary papers
4 reviews
Invited presentations at Keystone and ICAAC meetings

Impact

Basis for pre-clinical and clinical studies on drug combinations for VL

Tools (LdMT and LdRos3 molecular markers) for miltefosine resistance (to be
validated)

No further patents taken out on miltefosine analogues
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